Abstract: Seronegative spondyloarthritis (SpA) and Ewing's sarcoma (ES) are common disorders affecting young males. A great challenge is to diagnose both diseases in the same patient. Here we describe a case of a young male patient having SpA, who developed ES that presented as monoarthritis of left hip which was misdiagnosed twice; first as peripheral manifestation of SpA and second as septic arthritis; before the correct diagnosis was reached.
INTRODUCTION
Seronegative spondyloarthritis (SpA) and Ewing's sarcoma (ES) are common disorders affecting young males. The hallmark of SpA is the presence of sacroiliitis causing inflammatory low back pain, and enthesitis causing localized tenderness over tendon insertions. The hip joint is the most commonly affected peripheral joint in SpA. ES involves bones of the pelvis and lower limb. It is the second malignant bone tumor in children and adolescents.
As both SpA and ES affect young males, occurrence of both in the same patient may lead to *Address correspondence to this author at the Internal Medicine Department, Rheumatology and Immunology Unit, Faculty of Medicine, Alazarita, Sultan Hussein Square, Alexandria, Egypt; Tel: 0122 9149977; E-mail: solimaneiman@yahoo.com delayed diagnosis and treatment since manifestations resulting from ES of the pelvis can be mistaken as the musculoskeletal involvement caused by SpA. A great challenge is to diagnose both diseases in the same patient. Here we describe the first case of a young male patient having SpA, who developed ES that presented as monoarthritis of his left hip which was mistaken at first to be due to peripheral manifestations of SpA and then to be septic arthritis.
CASE PRESENTATION
A 17 year-old boy presented with mild low back pain of gradual onset lasting for 4 months. Pain was worse at night and with rest (typical inflammatory character). He had knee arthralgia for the last 2 weeks, but with no other joint complaints. He denied having any complaints related to the eyes, skin, gastrointestinal or urinary tracts. His sister was known to have ulcerative colitis and sacroiliitis (enteropathic SpA). Examination revealed the presence of localized tenderness over both SIJs and limited lumbar flexion (Schober test was 4cm). Meanwhile, chest expansion was normal. Peripheral joints were clinically free. Lab investigations revealed mild normocytic anemia (Hb:12.4g/dl, WBC:4.700/ L, platelets:260,000/ L), ESR:25mm/hr, CRP:5mg/L and Rheumatoid factor was negative. Plain x-ray showed bilateral grade 2 sacroiliitis.
The diagnosis of seronegative SpA was made based on fulfillment of the Association of Spondyloarthritis International Society (ASAS) classification criteria for axial SpA [1] . Nonsteroidal anti-inflammatory drugs (NSAIDs) and sulphasalazine (2gm/day) were prescribed which resulted in rapid improvement of back pain and knee arthralgia.
Four months later, through a follow-up phone call; the patient reported that his back pain started to increase in intensity with pain at the left hip region associated with limitation of the hip movements. A provisional diagnosis of left hip arthritis was made based on clinical situation without requesting a new pelvic imaging at that time. Accordingly, an increase in NSAID dose in addition to low dose steroids (10mg/day) were advised.
Few days later, no improvement was reported and the patient started to complain of deterioration of his general condition with the development of night fever, poor night sleep because of the severe pain. On presentation, the patient looked very ill, he had a muddy complexion and was in agony. His temperature was 39.5ºC, other vital signs were normal. There was flexion deformity of the left hip with inability to bear weight. Peripheral joint examination was normal except for the left hip, which showed marked painful limitation of all ranges of movement, both active and passive. New investigations were requested and revealed markedly elevated acute phase reactants; ESR of 110 mm/hr, CRP: 88 mg/L. Complete blood count showed normochromic normocytic anemia (HB: 9g/dl), leukocytosis (WBC: 13.300/ L) and normal platelets count (270,000/ L). The diagnosis initially considered was acute septic arthritis of the left hip. There was no history of trauma, or inherited coagulopathy or intake of anticoagulants. An immediate trial of blind left hip arthrocentesis was made but failed to aspirate any fluid. The patient was sent for ultrasound guided aspiration, but unexpectedly the scan revealed the absence of joint effusion. Magnetic resonance imaging (MRI) of both hip joints was done to delineate the soft tissue component of the mass, which showed intra-pelvic extension with displacement of the related wall of the urinary bladder and enlarged iliac lymph nodes ( Figure 5 ). A biopsy was obtained from the mass. Histopathology of the lesion revealed a malignant round-cell tumor consistent with ES. The patient was referred for chemotherapy and we knew that he was started on a combination of drugs for a short time before he died.
To the best of our knowledge this is the first case report of ES in a SpA patient and the second report of ES presenting as hip monoarthritis.
DISCUSSION
ES is the second most common malignant tumour of bone in children and adolescents after osteogenic sarcoma [2] with highest frequency occuring between 10 and 15 years of age [3] .
The earliest symptom in ES is pain, which depends on the site of the tumour. The most common site of ES is in the pelvis and bones of the lower limbs with 12.5% location in the iliac bone. In these cases pain may be felt in the buttock, hip, groin or low back [4] . Accordingly, cases can be easily mistaken for more common benign musculoskeletal disorders involving these regions, including sacroiliitis, lumbar disc prolapse or tendinitis [5, 6] . Sometimes a mass may be felt on palpation, if it is large enough.
ES has a bad prognosis, which is worse when it involves the pelvis and sacrum. Other bad prognostic factors include distant metastasis [7] , thus early diagnosis can be a lifesaving factor which necessitates that this tumor should be included in the differential diagnosis of pain in the pelvic region [8] . A greater challenge is when a patient having a rheumatologic disease develops ES. This may cause further delay in the diagnosis since manifestations caused by ES can be attributed to the already present disease.
Seronegative SpA is a group of chronic inflammatory rheumatic diseases which affects mainly young males before their forties. Patients present with axial symptoms in the form of back pain, and peripheral asymmetric oligoarthritis involving mainly joints of the lower limbs especially the hips. In addition, the disease is characterized by the occurrence of enthesitis, which is pain and tenderness at sites of insertions of tendons, ligaments or capsules into the bones [9] . Although back pain is characterized by having an inflammatory character; i.e. increasing with rest and relieved by exercise, yet in many patients the pain is not classic [10] . Furthermore, systemic symptoms such as fever and weight loss, and increased sedimentation rate are often observed in ES [11] but also they may be part of constitutional manifestations in SpA.
The classical clinical and radiological presentation of ES may not be the rule, especially when the pelvis is involved as this is a difficult location for early radiographic recognition. The plain radiographic abnormalities are not specific and could mimic benign disorders, this explains why cases of ES of iliac bone are frequently misdiagnosed as sacroiliitis or hip arthritis.
In a literature review on ES of the pelvis, there were three reported cases of ES presenting as unilateral sacroiliitis [12] [13] [14] and one as hip monoarthritis [15] . To the best of our knowledge this is the first report of ES in SpA patients and the second report of ES presenting as hip monoarthritis [15] .
CONCLUSION
In SpA patients, ES should be included in the differential diagnosis of skeletal manifestations whenever there is a change in the character of an already present back pain, poor response to treatment following initial improvement, development of marked systemic manifestations (fever, weight loss, bad appetite) together with deterioration in laboratory investigations (marked elevation of ESR and CRP).
RECOMMENDATIONS
ES should be considered in the differential diagnosis of low back pain and hip region pain in young age group even if there is no direct pointer to the disease. In addition, in patients with a rheumatologic disease, especially SpA, the possibility of primary malignant bone tumors should be kept in mind when analyzing recent development of suspicious manifestations in order to avoid the fatal consequences of a delayed diagnosis.
